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(57) ABSTRACT

A bismuth-213 generator comprising an insoluble composi-
tion having the general {formula Zr(Phosponate)
(HPO,),__.nH,O, wherein x 1s between O and 2; and n 1s the
number of waters of hydration; and wherein cations of
radioactive 1sotopes selected from radium, actinium and
combinations thereol are immobilized on the composition.
The value of X may be between about 0.2 and about 1. The
phosphonate may be n-phosphonomethyl-mimodiacetic acid
(PMIDA), wherein X may be between about 0.1 and about
1.9. The phosphonate may be one or more phosphonate
having the formula:

HyO3P—(CHy);—N—((CH;),CO,H)}—((CH,),,
COEH) »

wherein a, b, and ¢ are numbers from 1 to 3 that may or may
not be equal. The value of x may also be between about 0.1

and 1.9.

28 Claims, 3 Drawing Sheets
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1

ION EXCHANGE MATERIALS FOR USE IN
A *°BI GENERATOR

This application claims priority to Provisional Applica-
tion No. 60/390,677 filed Jun. 21, 2002.

“This invention was made with government support under
grant number 1 R43 CA83568-01 awarded by the National

Institutes of Health (NIH). The government has certain
rights in this imnvention.”

BACKGROUND OF THE INVENTION

1. Field of the Invention

The present invention relates to radionuclide generators,
ion exchange materials for radionuclide generators and
methods of making these matenals.

2. Description of the Related Art

The use of alpha-emitting radionuclides in the treatment
of specific forms of cancers has become increasingly of
interest 1in recent years. Alpha particles are far more effective
in the destruction of cancer cells than gamma or beta
particles due to their greater linear energy transfer (LET)
rates. Bismuth-213 (*'°Bi) has been identified as an impor-
tant radioisotope for use 1n this new field of radiomedicine.

In order for an 1sotope to be used 1n medical applications,
the 1sotope should be of high purity to avoid mtroduction of
undesirable radioactive 1sotopes nto the body that would
deliver an unnecessary dose to sensitive areas of the body
such as the bone marrow. **°Bi is produced as a daughter
product in the decay of **°Th, which is itself a daughter
product of the decay of **U. *"°Bi has a short half-life of
only about 45 minutes, which means that 1t rapidly decays
away once ntroduced 1nto the body. This also means that the
1sotope should be supplied in the form of a generator 1n
which a suitable parent 1sotope 1s 1mmobilized on an 10n
exchange material so that the *'°Bi can be eluted when
required. “*>Ac is a parent isotope of choice that can be
immobilized and shipped to medical facilities. The **Th
decay series that includes *'°Bi is shown in FIG. 1.

Alpha particles are extremely destructive towards con-
ventional organic 1on exchange resins, which leads to lim-
ited generator life, bleed of undesirable **> Ac into the *'°Bi
product and the possible release of pyrogens into the aque-
ous phase during “'°Bi elution.

Therefore, there 1s a need for a radionuclide generator,
such as a **°Bi generator, that has improved stability against
alpha particles and other forms of 1onizing radiation. It
would be desirable 11 the generator provided high separation
and high stability 1n order to yield a solution with substan-
tially no parent 1sotope and no by products ol generator
decomposition.

SUMMARY OF THE INVENTION

The present invention provides a radionuclide generator
comprising an organic zirconium phosphate or phosphonate
composition. This composition 1s preferably prepared by
reacting a source of zirconium with a mixture of phosphoric
acid and a substituted phosphoric or phosphonic acid.
Before use, cations of one or more radioisotopes are 1mmo-
bilized on the composition. The source of zirconium may be
soluble and may be ZrOClL,.

A preferred embodiment provides a bismuth-213 genera-
tor comprising an nsoluble composition having the general
tformula Zr(Phosponate) (HPO, ), ..nH,O, wherein x 1is
between 0 and 2; and n 1s the number of waters of hydration,
preferably between 0.5 and 2.5; and wherein cations of
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radioactive 1sotopes selected from radium, actinium and
combinations thereol are immobilized on the composition. A
preferred phosphonate 1s n-phosphonomethyl-miniodiacetic
acid (PMIDA), wherein x 1s preferably between about 0.1
and about 1.9. The phosphonate may also be one or more
phosphonate having the formula: H,O,P—(CH,) —N—
((CH,),CO,H)—((CH,) CO,H), wherein a, b, and ¢ are
numbers from 1 to 3 that may or may not be equal. The value
of x 1s preferably between about 0.1 and about 1.9. Option-
ally, the bismuth-213 generator comprises an elutable con-
tainer defining an eluant tlow path, the container containing
a matrix comprising a substantially non-elutable norganic
layered zirconium phosphate and/or zirconium phosphonate
compound containing actintum-2235. The preferred ratios of
phosphate to phosphonate are between about 0.1 and about
10. In one embodiment, the phosphonate 1s n-phosphonom-
cthyl-miniodiacetic acid (PMIDA). In another embodiment,
the phosphonate 1includes one or more phosphonate having
the formula H,O,P—(CH,) —N—((CH,) CO,H)—
((CH,) CO,H), wherein: a, b, and ¢ are numbers from 1 to

3 that may or may not be equal. The bismuth-213 is
produced by the decay of the actintum-225.

A further embodiment provides a radionuclide generator
for producing bismuth-213 comprising an insoluble 1nor-
ganic layered phosphate or phosphonate matrix including a
compound containing actintum-2235, the matrix being per-
meable to fluid passage and permitting diffusion of bismuth-
213 through the matrix. The matrix 1s preferably prepared by
reacting a muxture of phosphoric acid and a substituted
phosphoric or phosphonic acid with a source of zirconium.
Optionally, the source of zirconium 1s soluble. Furthermore,
the source of zirconium 1s optionally ZrOCI2.

Yet another embodiment provides a method comprising
immobilizing cations of radioactive 1sotopes selected from
radium-2235, actintum-2235 and combinations thereof onto an
insoluble  zircontum  phosphate/phosphonate  cation
exchange composition; and eluting bismuth-213 from the
insoluble composition with an aqueous solution. Optionally,
the aqueous solution may comprise a complexing agent,
such as ethylenediaminetriacetic acid. Alternatively, the
complexing agent may be selected from ethylenediaminetri-
acetic acid, nitrilotriacetic acid, citric acid, hydroxyethyl
cthylenediaminetriacetic acid, and combinations thereof.

Preferably, the generator composition or matrix 1s char-
acterized by an actimum/bismuth separation factor greater
than 100. The composition or matrix 1s characterized by an
actintum/bismuth separation factor greater than 1,000;
greater than 2,000; or greater than 3,000. The bismuth-213
1s produced from the decay of actimmum-2235. Optionally, the
aqueous solution used to elute bismuth-213 may have a
neutral pH. Further, the aqueous solution may, if desired,
comprise a salt of a weak acid.

The foregoing and other objects, features and advantages
of the invention will be apparent from the following more
particular description of preferred embodiments of the
invention, as illustrated 1n the accompanying figures.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 1s a chart showing the decay series that includes
Bi-213.

FIG. 2 shows the chemical structure of N-Phosphonom-
cthyliminodiacetic Acid.

FIG. 3 illustrates the structure of the Zircomum Phos-
phate/BPBPA Denvative Zr[(BPBPA)HPO,].nH,O.

FIG. 4 1s a chart showing the Lanthanum Absorption
Kinetics.
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DETAILED DESCRIPTION

This mvention relates to the synthesis of novel zirconium
phosphates and phosphonate materials that can be utilized
for the production of pure *'°Bi from the decay of **°Ac.
These materials exhibit high selectivities towards mildly
acidic solutions of lanthanum (a surrogate for Actinium)
while exhibiting low selectivity towards bismuth 1ons under
similar conditions. Consequently, lanthanum (and thus
actintum) can be loaded onto the material and the decay
product, “*°Bi, eluted as required.

The matenals described in this disclosure are organic
dertvatives of zirconium phosphate, Zr(HPO,),.H,O.
Details of the preferred syntheses of some of these materials
are given below. However, 1n general terms, the matenals
are manufactured by mixing a soluble source of zirconium
(e.g. ZrOCl,) with a mixture of phosphoric acid and a
substituted phosphonic or phosphoric acid. The mixture 1s
then heated, refluxed or hydrothermally treated for a period
of time ranging from a few minutes to a week or more.
Preferably the white solid product i1s then filtered, washed
and dried. Optionally, HF may also be used in the synthesis
to 1mprove the crystallimty of the product.

EXAMPLE 1

Synthesis of Zr (HPO,),PMIDA,_,,nH,O

Zirconmium PMIDA derivatives have been shown to have
a high afhnity for polyvalent cations such as lanthanum,
La>*, from weakly acidic media. Lanthanum ions will intet-
act with the two carboxylic acid groups and may also
interact with the lone pair of electrons associated with the

nitrogen atom. The structure of PMIDA, N-Phosphonom-
cthyliminodiacetic Acid, 1s shown in FIG. 2.

A series of zirconium PMIDA/phosphate materials with
the general formula Zr[(PMIDA) (HPO,),_  |.nH,O were
synthesized where x varied from 0.2 to 1. A typical synthesis
1s described as follows. 1.33 g of PMIDA (10 mmol) and
0.48 mL of concentrated phosphoric acid (10 mmol) were
dissolved in 10 mL of deionized water and 3.22 g of zirconyl
chloride octahydrate (10 mmol) dissolved i 10 mL of
deionmized water was added drop wise with constant stirring.
The resultant gel was then placed in a hydrothermal bomb
with 2 mL of 48% HF and heated at 120° C. for 48 hours.
The white product was then filtered, washed with water to
remove residual HF and dried at 50° C.

EXAMPLE 2

Zircontum 4,4'-Phenyldiphosphonic Acid (PDPA) Deriva-
tives

Zircomium PDPA derivatives were prepared 1n a similar
manner to the PMIDA derivatives described 1n Example 1 to
produce a series of maternials with the general formula
Zr[(PDPA) (HPO,),_, ].nH,O, where x was varied from 0.1
to 0.5. These materials consisted of a layered structure
permanently bridged by a phenyl group with HPO, groups
attached to each layer. The structure 1s similar to the BPBPA
derivative shown 1 FIG. 3, except that the layers are
separated by one phenyl group instead of two, thus limiting
the access to the exchange sites on the phosphate groups to
smaller 1ons. By varying the relative concentrations of
phosphoric acid and PDPA 1n the starting mixture, it 1s
possible to vary the density of the bridging PDPA moiety
and thus vary the pore size and 1on exchange properties of
the final matenial. Since the PDPA i1s an inert bridging
functionality, the 10n exchange capacity of the material will
be dependent upon the number of HPO, groups present.
Consequently, as the percentage PDPA increases, the 1on
exchange capacity will decrease and will be zero for the pure
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4

Zr(PDPA), material. Low 1on exchange capacity 1s, how-
ever, not a problem due to the low masses of “*>Ac that will
need to be absorbed onto the 10n exchange column in the
*15Bi generator.

EXAMPLE 3

Zircontum 4,4'Biphenylbis(phosphonic) Acid (BPBPA)
Derivatives

The 1dealized structure of the zirconmium phosphate/
BPBPA derivatives 1s shown 1n FIG. 3. The BPBPA deriva-
tive serves to act as a rigid pillar, similar to the PDPA groups,
separating the inorganic zirconium phosphate layers. Ion
exchange reactions occur at the protons associated with the
phosphate groups. As described previously for PDPA deriva-
tives, varying the proportions of phosphoric acid and
BPBPA 1n the reactant mixture will produce different ratios
of pillars to phosphate groups 1n the final product leading to
a range of pore sizes and 1on exchange properties. The 1on
exchange capacity will also decrease as the BPBPA content
increases. These maternals were synthesized according to the

procedure described in Example 2, using BPBPA 1n place of
PDPA.

EXAMPLE 4

Other Zirconium Mixed Phosphate/Phosphonates

In addition to the materials outlined previously, a pure
Zr(PMIDA),.nH,O material and the mixed derivative Zr(P-
MIDA)(PDPA) were synthesized. The synthetic procedures
were very similar to those described in the foregoing
examples, except that the gels formed were heated at 160°
C. imnstead of 120° C.

The 1on exchange properties of synthesized matenals
were 1nvestigated using simple batch experiments. In order
to promote safety, reduce costs, and allow a greater number
ol materials to be screened, the 1on exchange experiments
were mostly performed using 1nactive isotopes or appropri-
ate surrogates. Bismuth distribution coeflicients (K ) were
determined using bismuthyl perchlorate, BiOClO,, solutions
in sodium chlorate media to ensure that no precipitation of
bismuth occurred. Barium and lanthanum were used as
surrogates for radium and actinium, respectively, and these
experiments were performed in nitrate media. The solutions
used to evaluate 10on exchange selectivity were generally
0.1M in Na™ in order to maintain a constant ionic strength
during the experiments. The 1mtial pH of the solutions was
adjusted to approximately pH 3.5 using either dilute nitric or
perchloric acid prior to contact with the 1on exchangers. The
concentrations of the 1ons 1n solution were analyzed using
atomic absorption spectrometry (AAS).

Ion exchange material (0.05 g) was contacted with 20 mL
of a 25 ppm solution of B1, Ba or La, for 24 hours using a
rotary shaker. The mixture was then filtered through a 0.2
um syringe filter, the pH measured, and the aqueous phase
analyzed by AAS. Prior to analysis, B1 samples were acidi-
fied with concentrated nitric acid to prevent any precipita-
tion of bismuth salts on standing. Early experiments had
indicated that there was limited stability of aqueous solu-
tions of bismuthyl perchlorate. Consequently, all solutions
were made up Iresh immediately prior to use and blanks
were run with each set of experiments to check for precipi-
tation. K s for bismuth, barium and lanthanum were then
determined according to Equation 1:

K ~(C~CpIC)~v/m

(1)

Where: C =initial concentration of ion in solution
C/~final concentration of 1on in solution
v=volume of solution (ml)

m=mass ol exchanger (g)
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A limited number of experiments were performed using
radiotracers 1n support of work performed with iactive
surrogates. This check of the K, determinations served to
ensure that the results obtained using ppm levels of 10ns was
relevant to generator conditions, where the actual concen-
trations of 1ons present 1n solution would be several orders
of magnitude less. In the radiotracer experiments, 0.02 g of
ion exchange material was equilibrated with 1 mL of a 0.1
M NaCl solution, spiked with *'°Bi (T, ,,=5.01 days), for 3
hours. The mixture was then passed through a 0.2 um filter
and counted using liquid scintillation counting. K s were
then determined as described above.

Ion Exchange Selectivity of the PMIDA Derivatives

The 1on exchange data for the zircontum phosphate/
PMIDA derivatives 1s given 1n Table 1. Also included are 10n
exchange data for both amorphous and crystalline zirconium
phosphate, Zr(HPO,),.H,O.

The PMIDA derivatives are an attractive series of mate-
rials having much lower afhinities for bismuth than for
lanthanum, apart from the 50% PMIDA denvative, and
tairly low barium selectivity. The trend 1s for lanthanum K s
to increase with decreasing PMIDA content. B1 K s also
increase, but remain substantially less than the lanthanum
K .. Bartum K _s are generally low. The radiotracer work was
in relatively good agreement with the data obtained using
iactive surrogates, particularly with the lower PMIDA
materials. This indicates the bismuth results using active
bismuth salts are representative of the behavior of bismuth
at radiotracer concentrations.

TABLE 1
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I.a. Bi and Ba K s for the Zirconium Phosphate/PMIDA Derivatives
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The zirconmium phosphate/BPBPA derivatives, other than
the 10% BPBPA sample, exhibit lanthanum aflinities that
may be too low to warrant further study. The cross-linking
BPBPA moiety consists of two aromatic rings and would be
expected to be highly hydrophobic. The low lanthanum
selectivities may be due to the polar, highly hydrated La>*
ions being repelled by these hydrophobic centers. Conse-
quently, the selectivity would be expected to increase as the
percentage ol the BPBPA decreases. This 1s seen in the
analytical data with the maximum K s being observed when
the BPBPA component composed only 10%.

The bismuth aflinities of all samples were very high. This
may be because the bismuth species in solution 1s less polar
with a much smaller hydration sphere and 1s thus able to
access the available 10n exchange sites. High bismuth selec-
tivity is not too desirable because this indicates that the ***Bi
daughter would remain strongly bound to the 1on exchange
column. However, this ailinity can be overcome by using

chelating agents to form Bi complexes and reduce the
allinity of the 1on exchanger for bismuth.

Barium K ;s are fairly low for all of these maternials. This
means that any **°Ra in the 225Ac solution used to load the
generator will only be weakly absorbed and thus can be
readily removed by washing the column immediately after
loading with **>Ac has been completed.

Ion Exchange Selectivity of the PDPA Denivatives

The 10n exchange selectivities of the zirconium phos-
phate/PDPA derivatives are given in Table 3.

La/Bi

Sep. Factor

0.96

Phosphate:
Sample ID PMIDA La K, ;mlL/g *B1 K, mlL/g Ba K, ml/g
KS-40-1 50:50 791 821 51
KS-40-2 60:40 8,750 205 (1850) 2
KS-40-3 70:30 5,950 373 (901) 78
KS-40-4 80:20 4,900 1014 (1030) 118
KS-40-5 90:10 10,700 2940 (2700) 332
Amor. ZrP 100:0 3,400  >19,000 703
Cryst ZrP 100:0 <1 303 5

43
16
4.8
3.6
<0.1%
<0.003

*Values 1n Italics and parenthesis determined independently at ANL using radioactive

210pi tracer

Ion |

Exchange Selectivity of the BPBPA Derivatives

The selectivity data for the zirconium phosphate/BPBPA

derivatives 1s given in Table 2.

TABLE 2

Phosphate:
Sample ID BPBPA LaKymL/g BiK;mL/g BaK,mL/g
KS-41-1 50:50 489 >19,900 62
KS-41-2 60:40 916 >19,900 117
KS-41-3 70:30 849 >19,900 86
KS-41-4 80:20 2540 >19,900 48
KS-41-5 90:10 >27,000 >19,900 92

[.a, Bi and K s for the Zirconium Phosphate/BPBPA Derivatives

La/Bi
Sep. Factor

<0.025
<0.046
<0.043
<0.13
1.35
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TABLE 3

[.a, Bi and Ba K s for the Zirconium Phosphate/PDPA Derivatives

Phosphate: La/Bi
Sample 1D PDPA Ratio LaK mL/g BiK ;mL/g BaK, ,mL/g Sep. Factor
KS-I-49(A) 50:50 2,850 >13,500 503 <0.22
KS-1-49(B) 60:40 11,400 >13,500 1,140 <0.84
KS-1-49(C) 70:30 2,980 >13,500 500 <0.22
KS-1-49(D) 80:20 ND >13,500 1,270 ?

ND - Not Determined

The data in Table 3 shows that the PDPA denivatives all
show a high aflimity for bismuth and relatively high selec-
tivity towards lanthanum. However, the atlinity for barium 1s
high and, by analogy, the selectivity for radium would also

be expected to be high. Consequently, this class of materials
1s less preferred than to the other materials investigated.

Other Zirconmium Phosphate/Phosphonates
The 10n exchange data for the pure Zr(PMIDA), materials

and the mixed Zr(PMIDA)(PDPA) mixed derivative are
shown below in Table 4.

TABLE 4

Ion Exchange Data for the Pure Zirconium PMIDA Material and
the Mixed PMIDA/PDPA Derivative

Sample ID  Ligands LaK;mL/g BiK ;mL/g BaK,mL/g
KS-I-54-1 100% PMIDA 4,610 >17,200 61
KS-1-54-3 50% PMIDA, 16,500 >17,200 78

50% PDPA

This data shows that 1t 1s still possible to obtain a high
lanthanum selectivity with a pure zirconium PMIDA deriva-
tive. However, unlike the data in Table 2, the pure PMIDA
material was also found to have a high selectivity for
bismuth. This suggests that the selectivity for La over Bi
achieved using the mixed phosphate/PMIDA derivative was
dependent upon structural factors. Combining the PMIDA
ligand with PDPA to produce a pillared layered material
produced a higher La selectivity. However, this material also
possessed a high bismuth K ;. Repeat bismuth K , determi-
nations and absorption blanks, coupled with acidic final pH
values confirmed that the bismuth was removed from solu-
tion by 10on exchange rather than precipitation.

Effect of pH on Lanthanum Absorption

The effect of pH on both the uptake of lanthanum (or
actintum) and the elution of bismuth 1s an important factor.
In high acid concentrations, protons will compete for the 10n
exchange sites on the materials and thus reduce uptake of
other species and displace absorbed 1ons. To allow a material
to be successiully used 1n a generator, 1t 1s therefore 1mpor-
tant to define a pH range where the generator can be loaded
and eluted. The upper pH limit 1s defined by the precipitation
of hydroxides of La, Ba and Bi which were found experi-
mentally to occur at approximately pH 8.55, 11.58 and 6.65,
respectively. The lower limit 1s defined by the level of
acidity at which the selectivity of the matenial towards
lanthanum (actinium) becomes too low. Experiments 1n
acidic media showed that the lanthanum K s decreased
rapidly as the acidity of the solution was increased. At a
pH<1, lanthanum K s were negligible and, as a conse-
quence, it is therefore desirable to load and elute a *'°Bi
generator at a slightly acid pH 1n order to maximize lantha-
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num(actinium) K s and to prevent any precipitation of
bismuth, lanthanum(actinium) or bartum(radium) salts.

Kinetic Studies

Ideally, the rate of absorption of 1ons by the 10n exchange
material needs to be rapid. This will allow quick, easy
loading of the generator and the elution of “'°Bi in the
minimum volume of liquid. Screening studies used a contact
time of 24 hours, which was deemed to be sufhicient for
equilibrium to be obtained. Selected materials that exhibited
a high selectivity for lanthanum 10ons were then investigated
to determine the rate of reaction.

A 0.05 g quantity of KS-1-54-3 (a PMIDA/PMDP deriva-
tive) was contacted for a measured time with 20 mL of a 25
ppm solution of La”* in 0.1M NaNO, at pH 3.35. After the
allotted time, the mixture was filtered and the residual
lanthanum 1n solution measured by AAS. The final pH was
also measured and found to have remained constant at pH
3.0+/-0.05. The results are shown below 1n FIG. 4.

FIG. 4 indicates that the reaction rate 1s rapid with over
65% of the lanthanum present being absorbed within 3
minutes. Absorption of lanthanum continues to increase with
time, with almost 85% of the available lanthanum 10ns being
absorbed after 3 hours. This rapid reaction rate will ensure
that the 1on exchange materials can be quickly loaded with
**> Ac. In a generator situation, the uptake of **>Ac would be
expected to be considerably more rapid than lanthanum. The
very low concentrations ol actintum present means that
diffusion through the 10n exchanger will not be necessary
because there are likely to be suflicient surface groups to
absorb all of the actintum present 1n the loading solution.
Thus, the uptake will not be limited by mass diffusion of the
ions through the bulk of the 10n exchanger.

Effect of Chelating Agents

Five common chelating agents were assessed 1 an
attempt to improve the separation of bismuth from lantha-
num using the available 1on exchange materals.

These were:

1) Ethylenediaminetetraacetic acid, EDTA

2) Nitrilotriacetic Acid, NTA

3) Citric Acid

4) Iminodiacetic Acid (IDA)

3) N-(2-Hydroxyethyl ))ethylenediaminetriacetic

(HEDTA)

These complexants were then added to solutions of La>*
and Bi’* and the ion exchange selectivities redetermined
following the methods described previously. The stability
constants for these complexants are given in Table 5. The
stability constant (K, ,) 1s defined by Equation 2:

Kap=[MY 7 ]/[M ][]

acid

(2)

where: M=metal cationz=cation charge
x=ligand chargeY=chelant
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TABLE 5

Stability of Bi** and La** Complexes

Ligand Log K, Bi** Log K, La’*
EDTA 27.8 15.5
Citric acid 10.78 6.65
NTA 17.5 10.47
IDA Not Available 5.88
HEDTA 22.3 13.61

The stability data for Bi®* was incomplete, but it is clear
that from the complexing agents for which data was avail-
able, that Bi>* forms complexes which are many orders of
magnitude more stable than the corresponding La’* com-
plexes. Thus, 1t 1s theoretically possible to use a chelating
agent to selectively strip B1 from an 10n exchange material
and achieve the desired separation factor. This concept was
then proven experimentally in the sections described below.

Stability of Bi Complexes in NaCl

The stability of B1 complexes with the ligands in Table 5
was evaluated in NaCl solutions. A 10~°M solution of ligand
in 10~°, 107* and 10™M NaCl solutions (adjusted to pH 4)
were spiked with a 250 ppm solution of BiOClO, to give a
total bismuth concentration of approximately 25 ppm. The
IDA solutions produced a white precipitate in 107> M and
10 M solutions of NaCl, suggesting the formation of
insoluble BiOCl. The other solutions exhibited no evidence
of precipitation but analysis of the Bi concentration in the
filtered solutions by AAS suggested a small amount of Bi
precipitation had occurred with the HEDTA solutions in
10~'M NaCl. This indicates that HEDTA and IDA formed
relatively weak complexes with bismuth under the condi-
tions studied and, consequently, EDTA, NTA and citric acid
are the most preferred as potential stripping agents.

Effect of Citric Acid, EDTA and NTA on B1 and La K s

The eflect of citric acid, EDTA and NTA on La and B1 Kds
was determined using a simple batch technmique. Sample
KS-I1-49(B) was used to evaluate the eflect of the complex-
ants. 0.05 g of 1on exchange material was contacted for 24
hours with 20 mL of a 25 ppm solution of either B1 or La in
0.1M NaCl, containing 0.001 M solution of the complexants
at a pH~4. The mixture was shaken for 24 hours and the
residual B1 and La 1n solution after filtration determined by
AAS. Blank experiments showed no precipitation of Bi1 or
La during the procedure. The results are shown in Table 6.

TABLE 6

Separation of L.a and Bi utilizing Complexants

Complexant La K ,mlL/g Bi K, ml/g Separation Factor, o
None 11,400 >13,500% <0.8
EDTA 3080 <1 >3,080

NTA 11,400 6 1,900

Citric Acid 14,000 3,610 3.9

*K4 was determined in perchlorate media to maintain Bi solubility.

From the data in Table 6, 1t may be seen that the addition
of NTA or EDTA greatly improved the separation of B1 and
La. NTA and citric acid had a negligible aflect on the La K s,
but reduced the B1 K s to <10 mlL/g. This may demonstrate
how the La/B1 separation factor, a, can be improved by the
addition of minor amounts of a complexant to the eluting
solution. (a 1s the La K , divided by the B1 K ,.) For medical
applications, the amount of complexant required to complex
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the **°Bi daughter will be negligible. Thus, the **°Bi com-
plex eluted from the generator can be destroyed in a matter
of minutes using a safe oxidant such as ozone, UV 1rradia-
tion or hydrogen peroxide, allowing rapid processing of the
*15Bi to be performed in order to synthesize the radiophar-
maceutical. However, an alternative approach 1s to elute the
bismuth using a solution of a complexant, such as deriva-
tives ol diethylenetriaminepentaacetic acid (D'TPA), to pro-
duce a radiopharmaceutical (or radiopharmaceutical precur-
sor) direct from the *'°Bi generator. This **°Bi complex may
then be rapidly processed further and attached to an anti-
body.

These experiments demonstrate that zircontum phos-
phate-based 10n exchange materials may successtully sepa-
rate bismuth from lanthanum and therefore can be used in a
“1°Bi generator. It has also been shown that complexants
may be used to enhance the La/Bi1 separation factors with
separation factors 1 excess of 3,000 for La/Bi being
obtained.

It will be understood from the foregoing description that
vartous modifications and changes may be made in the
preferred embodiment of the present invention without
departing from its true spirit. It 1s mntended that this descrip-
tion 1s for purposes of illustration only and should not be

il

construed 1n a limiting sense. The scope of this invention

[

should be limited only by the language of the following
claims.

What 1s claimed 1s:

1. A radioactive 1sotope generator, comprising:

an elutable container defining an eluant flow path through
a flmd permeable matrix comprising a substantially
non-¢lutable and 1nsoluble composition having the gen-
cral formula:

Zr(Phosphonate) (HPO,),_, *nH-,0O

wherein: x 1s between 0 and 2, and n 1s the number of
waters of hydration; and
wherein cations of one or more radioactive parent 150-
topes are immobilized on the composition.
2. The generator of claim 1 wherein the one or more
radioactive parent 1sotopes are selected from radium,
actintum and combinations thereof.

3. The generator of claim 1, wherein x 1s between 0.2 and
1.

4. The generator of claim 1, wherein the phosphonate 1s
n-phosphonomethyl-miniodiacetic acid (PMIDA,
N(CH,CO,H),(CH,PO;H,).

5. The generator of claim 4, wherein x 1s between 0.1 and
1.9.

6. The generator of claim 1, wherein the phosphonate 1s
one or more phosphonate having the formula:

HEOSP_(CHE)-:I
CO,H)

N

((CH;), COH)—((CH,),

wherein: a, b, and ¢ are numbers from 1 to 3 that may or
may not be equal.

7. The generator of claim 1, wherein x 1s between 0.1 and
1.9.

8. The generator of claim 1, wherein x 1s between 0.2 and
1.

9. A radioactive 1sotope generator comprising an elutable
container defining an eluant flow path, the container con-
tamning a matrix comprising a substantially non-elutable
inorganic layered zirconium compound containing a mixture
of phosphate and phosphonate ligands, the compound con-
taining a parent radioactive 1sotope.
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10. The generator of claim 9, wherein the ratio of phos-
phate to phosphonate 1s between 0.1 and 10.

11. The generator of claim 9, wherein the phosphonate 1s
n-phosphonomethyl-miniodiacetic acid (PMIDA).

12. The generator of claim 9, wherein the phosphonate 1s
one or more phosphonate having the formula:

H,0,P—(CH,) N
CO.H)

((CH3),COH)}—({CH,),

wherein: a, b, and care numbers from 1 to 3 that may or

may not be equal.

13. The generator of claim 9, wherein the radioactive
1sotope 1s produced by the decay of the parent radioactive
1sotope.

14. A radionuclide generator comprising an elutable con-
tainer defining an eluant flow path, the container containing,
an 1nsoluble inorganic layered phosphate or phosphonate
matrix imcluding a compound containing actimum-2235, the
matrix being permeable to fluid passage and permitting
diffusion of a daughter 1sotope through the matrx.

15. The generator of claim 14, wherein the matrix 1s
prepared by reacting a mixture of phosphoric acid and a
substituted phosphoric or phosphonic acid with a source of
Zirconium.

16. The composition of claim 14, wherein the source of
zirconium 1s soluble.

17. The composition of claim 14, wherein the source of
zircontum 1s ZrOCl,.

18. A method comprising:

immobilizing cations of a radioactive parent 1sotope onto

an insoluble matrix of a cation exchange composition
selected from zirconium phosphate, zirconium phos-
phonate, or combinations thereof; and
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cluting daughter 1sotopes from the insoluble composition
with an aqueous solution.

19. The method of claim 18, wherein the aqueous solution
comprises a complexing agent.

20. The method of claim 19, wherein the complexing
agent 1s ethylenediaminetetraacetic acid.

21. The method of claim 19, wherein the complexing
agent 1s selected from ethylenediaminetetraacetic acid,

nitrilotriacetic acid, citric acid, hydroxyethyl ethylenedi-
aminetriacetic acid, and combinations thereof.

22. 'The method of claim 19, wherein the aqueous solution
has a neutral pH.

23. The method of claim 19, wherein the aqueous solution
comprises a salt of a weak acid.

24. The method of claim 18, wherein the composition 1s
characterized by an actinium/bismuth separation factor
greater than 100.

25. The method of claim 18, wherein the composition 1s
characterized by an actinium/bismuth separation factor
greater than 1,000.

26. The method of claim 18, wherein the composition 1s
characterized by an actinium/bismuth separation factor
greater than 2,000.

277. The method of claim 18, wherein the composition 1s
characterized by an actinium/bismuth separation factor
greater than 3,000.

28. The method of claim 18, wherein the bismuth-213 1s
produced from the decay of actinium-223.
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